Additional file 1. CI

of HER2

breast cancers included in this study, and genomic analyses performed

Overall tamor HER? positive component HERZ-nogative component ramor sizs] Lymph mode - p— o iysis performed

casen| &R | PR | verz [orase] R I e L e I - PR Jorage ey S Gallen 2075 PSSt by St ; e Surgery Chemotherapy Endocrine therapy Trastuzumab | FotowL? Relapse Death [l ome Seq| Trgeted Seq
T Positive | Positive | Positive| 3 Positive (90%) | Positive (90%)| 3 | >14% | Luminal B-like mutant (P152L) Positive (90%) | Positive (90%) 3 | >14% | Luminal B-like mutant (P152L) 13 Negative (0/15) Mastectomy Yes Taxotere, Avastin Anastrozole Yes 31 No no. X x

2| Posiive| Posiive | Positve| 2 | Positve (80%) | Positve (70%)| 2| <1as Wid-ype (P72R - SNP) | Positve (80%) | Posiive (70%) | 2 | =14% | LuminalAlke | wid-ype (PT2R - SNP) 70| Negative (07) | Breast conservation| Yes Carboplatn, Taxotere, Avastin Tamorifen Yes ) No x

T3 Positive | Negative | Positive| 3 Positive (1%) Negative 3 [>14 mutant (E258D) Positive (1%) Negative 3 [>14% | Luminal B-like mutant (E258D) 21 Positive (6/10) | Breast conservation Yes FEC (neo-adjuvant), 5-FU + Vinorelbine Tamoxifen 10 8 months 10 months X x

T4 [Positve Positve | Positve| 3 | Positve (60%) | Positve (5%) | 3 | >14 Bike widtype Posiive (60%) | Positve (70%) | 3| >14% Luminal Bk wid-type 50| Posiive (3/10) | Masteciomy. Yes FEC + Taxotere Anastrozole Yes (1yoar) | 102 | 6 yoars (conralateral axilary elapse, ERY HERZ? by FISH) No X x

T5 Positive | Negative | Positive| 3 Positive (95%) legative 3 [>14% | Luminal B-like mutant (E286D) Positive (95%) Negative 3 [>14% | Luminal B-like mutant (E286D) 16 Negative (0/4) | Breast conservation NA NA 2 NA, lost to follow-up NA, lost to follow-up|  x

T6 | Posiive| Posiive | Posiive| 3 | Posiive (30%) | Negatve | 2 | >14%] Luminal Bke mutant (R273H) Posiive (80%) | Positve (20%) | 3| >14% Luminal Bk mutant (R273H) 26| Posiive (3/11) | Masteciomy. Yes FEC + Taxol Anastrozole No 7 No X %

T& | Posilve [ Negatve  Positve| 3 | _Negaive | Negatve | 3 | >14% HER2 posiive wi-type Posiive (5%) | Negatve | 3 | >14% | Luminal ke id-ype 20 Posiive (2/14) | Masteciomy Yes FEC + Taxotere No Yes (1year) | 55 | 4 years (culaneus relapse on chestwall ER- PR-, HERZ) No X X

o | Posilve] Posiive | Positive| 1| Positve (1009%)| Positve (10%)] 1| <14% | Luminal B-lke “mutant (R2626) Posiive (100%)| Positve (10%) | 1| 14% | Luminal Bke mutant (R2826) 30| Negatve (NA) | Breast conservation | Yes FEC + Taxotere Leirozole, Exomestane, Tamorifen | Yes (1year) | 65 No No X x
T10__ | Positive | Negative | Positive| 3 Positive (90%) Negative 3 [>14% | Luminal B-like mutant (S94fs) Positive (100%) Negative 3 [>14% | Luminal B-like mutant (S94fs) 23 Positive (2/15) | Breast conservation Yes FEC + Taxotere Anastrozole, Tamoxifen Yes (1 year) 49 No No x

11| Posiive] Posiive | Positve| 2 | Posiive (70%) | Positve (60%) 2 | <14% | Luminal B-ke | mutant (G187_E192delLAPPQ)| Positve (70%) | Positve (100%)] 2 | £14% | Luminal Adike | mutant (G167_E1924elLAPPQ)] 50 25 [Negative (0/14)] _Masteciomy. No FEC + Taxotere Tamoxien, Letrozole Yes (1yean) | 44 No No x %

T12_[Positive | Positive | Positive| 3 Positive (90%) Negative 3 [>14% | Luminal B-like mutant (T195N) Positive (90%) | Positive (10%) 2 [>14% | Luminal B-like mutant (T195N) 76 15 Negative (0/15) Mastectomy No Taxol Letrozole Yes (1 year) 56 No No x X x
Ti5_[Posiive Positve [Positve] 3 | Negative | Negatve | 3| >14% | HER positve mutan (52401 Positve (60%) | Posiive (80%) | 3 | >14% | Luminal Bk mutant (52401) 50 76 [Negative (021)] _Mastectomy No AC Exemestane Yes (1yoar) | 42 No No x
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